CD40-independent engagement of mammalian hsp70 by antigen-presenting cells.
CD40 has been suggested previously to be a receptor for mammalian murine hsc73 (hsp70). We have examined, in vitro and in vivo, the role of CD40 in the interaction of murine dendritic cells and macrophages with hsp70, using several independent parameters including cell surface binding, translocation of NF-kappaB, stimulation of release of TNF-alpha, representation of hsp70-chaperoned peptides, and priming of CD8(+) T cells. The various consequences of hsp70-APC interaction were compared between CD40(+/+) and CD40(-/-) mice and were found to be identical in kinetics and magnitude. These data strongly indicate that all known effects of mammalian hsp70 on APCs are mediated in a CD40-independent manner. In light of the earlier demonstration that mycobacterial hsp70 binds murine CD40 and stimulates the APCs through it, our data indicate that CD40 can discriminate between self and mycobacterial hsp70 and is thus a receptor for patterns associated with microbial pathogens.